ANDA 40-203.

MAR 1 5 iCC9

Amide Pharmaceutical, Inc.
Attention: Jasmine Shah

101 East Main Street

Little Falls, New Jersey 07424

Dear Sir:

This is in reference to your abbreviated new drug application
dated July 22, 1996, submitted pursuant to Section 505(j) of the
Federal Food, Drug, and Cosmetic Act, for Oxycodone and
Acetaminophen Tablets USP, 5 mg/325 mg.

Reference is alsc made to your amendment dated January 11, ;999;_

We have completed the review of this abbreviated application and.
have concluded that the drug is safe and effective for use as =
recommended in the submitted labeling. Accordingly, the
application is approved. The Division of Bioequivalence has
determined your Oxycodone and Acetaminophen Tablets USP,

5 mg/325 mg, to be bioequivalent and, therefore, therapeutically
equivalent to the listed drug (Percocet® Tablets, 5 mg/325 mg, of
Endo Pharmaceuticals, Inc.). Your dissolution testing should be
incorporated into the stability and quality control program using
the same method proposed in your application.

Under 21 CFR 314.70, certain changes in the conditions described
in this abbreviated application require an approved supplemental
application before the change may be made.

Post-marketing reporting requirements for this abbreviated
application are set forth in 21 CFR 314.80-81 and 314.98. The
Office of Generic Drugs should be advised of any change in the
marketing status of this drug.

We request that you submit, in duplicate, any proposed
advertising or promotional copy, which you intend to use in your
initial advertising or promotional campaigns. Please submit all
proposed materials in draft or mock-up form, not final print.
Submit both copies together with a copy of the proposed or final
printed labeling to the Division of Drug Marketing, Advertising,
and Communications (HFD-40). Please do not use Form FD-2253
(Transmittal of Advertisements and Promotional Labeling for Drugs
for Human Use) for this initial submission.



We call your attention to 21 CFR 314.81(b) (3) which requires that
materials for ahy subsequent advertising or promotional campaign
be submitted to our Division of Drug Marketing, Advertising, and
Communications (HFD-40) with a completed Form FD-2253 at the time
of their initial use.

Sincerely yours,

IS/ 35/ 79

Douglas L. Spdkn

Director

Office of Generic Drugs

Center for Drug Evaluation and Research



CENTER FOR DRUG EVALUATION AND
RESEARCH

APPLICATION NUMBER:
40203

DRAFT FINAL PRINTED LABELING
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CLINICAL PHARMACOLOGY

The principal ingredien, ycodone, is a ynthetic narcotic analgesic with muttiple actions
Qualitatively simitar 1o those of morphine; the most prominent of these involve the central nervous system
and organs composed of smooth musclg, The pancipal actions of therapeutic value of the oxycodone
in oxy and inophen tablets are analgesia and sedation.

Oxycodone is similar to codgine and methadone in that it retains at lsast one-haff of its anaigesic activity
when administered orally,

Acetaminophen is a non-opiate, n Jicyk Igesic and antipy

INDICATIONS AND USAGE

Oxycodone and acetaminaphen tablets are indicated for he riief of moderate to moderately severe

pain,
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DRUG ABUSE AND DEPENDENCE :

Oxycodone and inophen tablels are a Schedule Il Hied sub Oxycodone can
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DOSAGE AND ADMINISTRATION
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PHARMACEUTICAL. INC.

NDC 52152-075-05

OXYCODONE &
A ETAMINOPHEN
TABLETS, USP

5 mg/325 mg

CAUTION: Federal law prohibits
dispensing without prescription.

1000 TABLETS

Each Tablet Contains:

Oxycodone hydrochloride ... 5mg"
Warning: May be habit forming.

Acetaminophen ..........c- 325 m

* 5 mg Oxycodone hydroch\oride is
equivalent 10 4.4815 mg oxycodone.

USUAL DOSAGE: For dosage and
full prescribing information, read
accompanying product information.

Dispense in a tight, light-resistant
container as defined in the USP.

Store at controlled room temperature
15°-30°C (59°-86°F).

DEA ORDER FORM REQUIRED.

MAR 15 1998

T

3 52152-075-05 5

AMIDE PHARMACEUTICAL, INC.
101 East Main Street
Little Falls, NJ 07424

Control No.:
Exp. Date!

7829-00
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PHARMAC EUTICAL. INC.

NDC 52152-075-02

1OXYCODONE &
ACETAMINOPHEN
JTABLETS, usp

5 mg/325 mg

CAUTION: Federal law prohibits
dispensing without Prescription,

Il

100 TABLETS

Each Tablet Contains;

Oxycodone hydrochloride ..., . Smg
Warning: May be habit forming.
Acetaminophen .., " 325 mg

i

3 52152-075-02 4

AMIDE PHARMACEUTICAL, INC.
101 East Main Street
Little Falls, NJ 07424

*5mg Oxycodone hydrochloride s
equivalent to 4.4815 mg oxycodone.
USUAL DOSAGE: For dosage and ty)f
prescribing information, reaqd
accompanying product information.
Dispense in a tight, light-resistant
container as defined in the USP,

Store at controlied room temperature Control No.:
15°-30°C (59°~86°F). Exp. Date:
DEA ORDER FORM REQUIRED.

7828-00
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ANDA APPROVAL SUMMARY
ANDA: 40-203
DRUG PRODUCT:Oxycodone and Acetaminophen Tablets USP, 3 mg/325 mg
FIRM: Amide ;harmaéeutical, Inc. DOSAGE FORM: Tablet
STRENGTH : 5 mg/325 mg
CGMP STATEMENT/EIR UPDATE STATUS:

CGMP statement for Amide Pharmaceuticals are in conformity with the ¢
GMP regulations. Section X on page 241. Satisfactory/ -BER-pendineg—

BIO STUDY:
Biocequivalence Waiver has been granted by the Division of Biocequivalence (See
bic.rev. on 2-19-1997)

VALIDATION - (DESCRIPTION OF DOSAGE FORM SAME AS FIRM'S) :
Not required, USP product.

STABILITY - ARE CONTAINERS USED IN STUDY IDENTICAL TO THOSE IN CONTAINER
SECTION?

24 month expiration dating period requested. Containers used are same as
described. (100's and 1000's of plastic with metal screw cap).

LABELING:
Satisfactory per A. Vezza (5-15-1998).
Dispense in tight and light resistant containers.

STERILIZATION VALIDATION (IF APPLICABLE) :
Solid oral dosage form.

SIZE OF BIO BATCH (FIRM'S SOURCE OF NDS OK?):

Bio. Batch lot#6079 A, lot size tablets.
Source of NDS DMF
found satisfactory by N. Gregory on 1-22-98. Source of NDS
for Oxycodone HCL DMF found satisfactory by G. Smith on
8-27-97.

SIZE OF STABILITY BATCHES - (IF DIFFERENT FROM BIO BATCH, WERE THEY
MANUFACTURED VIA THE SAME PROCESS?).
Lot# 6079%9A, Batch size tablets kg) .

Same production process.
PROPOSED PRODUCTION BATCH - MANUFACTURING PROCESS THE SAME AS BIO/STABILITY?:
Intended production batch size: kg) tablets.

kg) tablets
kg)



CHEMIST: S. Basaran Date: 1-19-99 \cb\ 2/3/33

TEAM LEADER: U. Venkataram Date: 1-19-99

\ 2
X :\NEW\FIRMSAM\AMIDE\LTRS&REV\40203SUM.fin \s {4{77



10.

CHEMISTRY REVIEW NO, 4
ANDA 40-203
NAME AND ADDRESS OF APPLICANT

Amide Pharmaceutical, Inc.
101 East Main Street
Little Falls, NJ 07424

LEGAL BASIS FOR SUBMISSION
The applicant certifies, that to the best of its knowledge

the patent on this product has expired and there is no
exclusivity for this product and the applicant is not
requesting exclusivity for this product.

Innovator: Dupont Pharma - Percocet®

SUPPLEMENT (s) ' 6. PROPRIETARY NAME

N/A N/A
NONPROPRIETARY NAME 8. SUPPLEMENT (g) PROVIDE(s) FOR:
Oxycodone and Acetaminophen N/A

AMENDMENTS AND OTHER DATES:
Firm: 7/22/96 - Original
8/22/96 - Response to refuse to file.
2/5/97 - Response to phone memo (not in jacket),
Bio. information.
11/26/97 - Response to lst def. letter (Chem. &
labeling). Subject of this review.
June/3/98- Response to facsimile letter
January 11, 1999: Minor Amendment

FDA: 8/19/96 - Refuse to file.
1/17/97 - Acknowledgment.
1/17/97 - Phone memo, explaining time delay.
2/24/97 - 1lst Bio. review, acceptable.
2/26/97 - Bio. letter, no further questions at
this time.
2/28/97 - 1st def. letter (Chem.& labeling).

6/3/98- Facsimile deficiency letter
9/10/98- Minor deficiency letter

PHARMACOLOGICAL CATEGORY 11. Rx or OTC
Narcotic Analgesics Rx



12. RELATED IND/NDA/DMF (s)

DMF (Facility, Amide, LoA not needed); DMF
(Facility, LoA); DMF (Active <Oxycodone
Hydrochlorides>, LoA) ; DMF (Active
<Acetaminophen %>, LoA) ; DMF
(Container, LoA) ; DMF ( .
LoA) ; DMF (Inner Seal, LoA) .
13. DOSAGE FORM 14. POTENCY
Tablet 5 mg/325 mg

15. CHEMICAL NAME AND STRUCTURE
Oxycodone Hydrochloride USP

C,¢H,;;NO,.HCl; M.W. = 351.83

4,5 -Epoxy-1l4-hydroxy-3-methoxy-17-methylmorphinan-6-one
hydrochloride. CAS [124-90-3]

Acetaminophen USP
C,H,NO,; M.W. = 151.17

CH;CONH OH

4'-Hydroxyacetanilide. CAS [103-90-2]

16. RECORDS AND REPORTS
N/A



17. COMMENTS
This application can be approved. The approval letter is
ending acceptable EER.
pending accep zeR 3hi2] 4

18. CONCLUSIONS AND RECOMMENDATIONS
Approvable (see item 17)

19. REVIEWER: " DATE COMPLETED:

Sema Basaran 1-19-99



CENTER FOR DRUG EVALUATION AND
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APPLICATION NUMBER:
40203

BIOEQUIVALENCY REVIEW(S)




Office of ngeric Drugs
DIVISION OF BIOEQUIVALENCE

ANDA 40-203 Sponsor: Amide Pharmaceuticals
Drug and Dosage form: Oxycodone Hydrochloride/Acetaminophen Tablets USP

Strengths: 5 mg/325 mg
Type of Study: SD: SDF: MULT: OTHER: X

Study Summary Drug is classified AA
Dissolution Data Acceptable
Waiver is granted as per 21 CFR 320.22 (¢)

Primary Reviewer: Man M. Kochar Branch: III

. K
Initial: }Sl IV\- Date: 2/? [ 99
Team Leader: Barbara M. [Javit Branch: II1

g@ﬂl/(/v, U8 bwe_zlaltaas

A)irector, Division of Bioequivalence

l ’ ) // N
/ S Date:__ = / C{x’"’ =

Initial:

Director, Office of Generic Drugs

Initial: Date:




FEB 2 4 1997

Oxycodone Hydrochloride: Amide Pharmaceuticals, Inc.
Acetaminophen, USP Little Falls, NJ

5 mg: 325 mg Tablet Submission Date:

ANDA # 40-203 July 23, 1996

Reviewer: Man M. Kochhar
40203DW. 796

view j i Waiv

Oxycodone is a semisynthetic narcotic analgesic and acetaminophen
is a non-opiate, non-salicylate analgesic and antipyretic agent.

The firm has submitted comparative dissolution data in support of
a request for a biocequivalence study waiver on its test product
as provided for under 21 CFR 320.22. The listed drug product is
Percocet (acetaminophen:oxycodone, 325 mg:5 mg) manufactured by
DuPont Pharmaceuticals, Inc.

Comments: -
1. The test drug product contains active ingredients in the same
strength and dosage form as the currently approved reference =

product, Percocet Tablets, manufactured by DuPont
Pharmaceuticals.

2. Dosage, strength, labeling and the indications for use for the
test product are identical to those of the reference product
Percocet.

3. The USP dissolution method was used. The dissolution testing
data demonstcrate that the test and reference products meet the
dissolution specifications (Table 1).

4., The reference product, Percocet (acetaminophen:0Oxycodone, 325
mg:5 mg) is classified AA in “Approved Drug Products with
Therapeutic Equivalence Evaluations”. The dissolution testing is
acceptable and the waiver of in vivo biocequivalence study should
be granted based upon 21 CFR 320.22.

5.The batch size 1is tablets.

6. The formulation of the test product is given in Table 2.
Recommendations:

1. The Division of Biocequivalence agrees that the information
submitted by Amide Pharmaceuticals, Inc. On its drug product,

Oxycodone Hydrochloride:Acetaminophen, 5 mg:325 mg tablet falls
under 21 CFR 320.2%23f the Bioavailability/Bioequivalence
A



Regulations. The waiver of jn wvivo biocequivalence study for the
drug is granted. From the biocequivalence point of view, the
Division of Bioequivalence deems Oxycodone
Hydrochloride:Acetaminophen tablets, USP, 5 mg:325 mg to be
biocequivalent to the reference product, Percocet tablets

5 mg:325 mg manufactured by DuPont Pharmaceuticals.

2. The dissolution testing conducted by Amide Pharmaceuticals on
its drug product, Oxycodones Hydrochloride:Acetaminophen,

5 mg:325 mg (lot # 6079A) has been found acceptable. The
dissolution testing should be incorporated into the firm’s
manufacturing controls and stability program. The dissolution
testing should be conducted in 900 mL of 0.1N HCL at 37° C using
USP XXIII apparatus II (Paddle) at 50 rpm. The test product
should meet the following specifications:

Not less than % (Q) of the labeled amount of
acetaminophen and oxycodone hydrochloride in
the dosage form is dissolved in 45 minutes.

The firm should be informed of the recommendations.

Man M. Kochhar, Ph.D.
Review Branch III
Division of Bioequivalence

RD RMHATRE .

FT RMHATRE /S/ . pate: /15 /57
Ramakant M. Mhatre, Ph.D. i’
Chief, Review Branch III

n A
Concur: /S/ Date: "2//7! 72

Rabindra Patnaik, Ph.D.

Acting Director
Division of Biocequivalence

MMK/mmk/2-12-97; 2-18-97; 40-203

cc: ANDA # 40-203 original, HFD-650, HFD-600 (Hare), HFD-658
(Mhatre, Kochhar), Drug File, Division File



TABLE 1
IN VITRO DISSOLUTION TESTING

Drug: Oxycddone Hydrochloride:Acetaminophen
Dose Strength: 5 mg:325 mg

ANDA # 40-203

Firm: Amide Pharmaceuticals, Inc.
Submission Date: July 23, 1996

Conditions for Dissolution Testing:

USP XXIII Basket: Paddle: X RPM: 50
No. Units Tested: 12

Medium: 900 mL of 0.1N HCL
Specifications: ${Q)in 45 minutes
Assay Methodology:

Results: -
Sampling Test Product Reference Product
Time Lot # 6079A Lot # EJK266A
Minutes Oxycodone HCL Oxycodone HCL
Mean Range St Dev Mean Range St Dev
20 96.0 1.5 95.6 5.5
30 94.5 1.4 99.3 1.3
45 94.4 1.7 97.8 2.1
Acetaminophen Acetaminophen
20 97.4 0.9 76.7 0.9
30 99.2 1.3 89.5 1.2
45 101.1 1.4 99.9 0.3
POTENCY:
Oxycodone HCL 96.6%
Acetaminophen 98.9%

CONTENT UNIFORMITY:
Oxycodone HCL 95.4%
Acetaminophen 99.8%



TABLE 2

FORMULATION

Ingredients

YOxycodone Hydrochloride, USP*
/Acetaminophen 90%
4Microcrystalline Cellulose 101, NF
vStarch Pregelatinized, NF

vSodium Starch Glycolate, NF
vColloidal Silicon Dioxide, NF
vStearic Acid, NF

Wagnesium Stearate, NF

TOTAL WEIGHT

* } added to compensate for moisture

Mg/Tablet
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ANDA 40-203.

Amide Pharmaceuticals, Inc.

Attention: Jasmine Shah, M.S., R.Ph. JAN I T 1097
101 E. Main St. -
Little Falls, NJ 07424

Dear Sir:

We acknowledge the receipt of your abbreviated new drug
application submitteqd pursuant to Section 505(j) of the Federal
Food, Drug and Cosmetic Act.

Reference is also made to our "Refuse to File" letter dated
August 19, 1996, and your amendment dated August 22, 1996.

NAME OF DRUG: Oxycodone and Acetaminophen Tablets USP,
5 mg/325 mg

DATE OF APPLICATION: July 22, 1996
DATE OF RECEIPT: July 23, 1996
DATE ACCEPTABLE FOR FILING: August 23, 1996 -

We will correspond with you further after we have had the
opportunity to review the application.

Please identify any communications concerning this application
with the ANDA number shown above.

Should you have questions concerning this application, contact:

_Tim Ameg
Project Manager
(301) 594-0305

Simserely vyouss, !

| /S/ 1 /7/97

Jerry Phillips

Director

Division of Labeling and Program Support
Office of Generic Drugs

Center for Drug Evaluation and Research



ANDA 40-203

- . FEB 26 1997
Amide Pharmaceuticals, Inc.

Attention: Jasmine Shah, M.S., R Ph.
101 E. Main Street

Little Falls NJ 07424
Hhaslinddlaedualibidiadudlid

Dear Sir:
Reference is made to your abbreviated new drug application submitted pursuant to Section 505 (j)

of the Federal Food, Drug and Cosmetic Act for Oxycodone and Acetaminophen Tablets USP,
5 mg/325 mg.

1. The Division of Bioequivalence has completed its review and has no further questions at-
this time.
2. The dissolution testing will need to be incorporated into your stability and quality control

programs as specified in USP 23.

Please note that the bioequivalency comments  expressed in this letter are preliminary. The above
bioequivalency comments may be revised after review of the entire application, upon consideration
of the chemistry, manufacturing and controls, microbiology, labeling or other scientific or regulatory
issues. A revised determination may require additional information and/or studies, or may conclude
that the proposed formulation is not approvable.

Sincerely yours,

/S/

-~ S

Rabindra Patnaik, Ph.D.

Acting Director, Division of Bioequivalence
Office of Generic Drugs

Center for Drug Evaluation and Research



ANDA 40-203.

Amide Pharmaceuticals, Inc.

Attention: Jasmine Shah, M.S., R.Ph. AUG | g 1596
101 E. Main St. .

Little Falls, NJ 07424

Dear Sir:

Please refer to your abbreviated new drug application (ANDA)
dated July 22, 1996, submitted under Section 505(j) of the
Federal Food, Drug and Cosmetic Act for Oxycodone and
Acetaminophen Tablets USP, 5 mg/325 mg.

We have given your application a preliminary review, and we find
that it is not sufficiently complete to merit a critical
technical review. L

We are refusing to file this ANDA under 21 CFR 314.101(d) (3) for
the following reasons:

You have failed to request a waiver of evidence of in vivo
bicavailability or biocequivalence (21 CFR 320.22(c)].

You have failed to submit comparative in vitro dissolution
profiles comparing dissolution data between your proposed
drug product and the reference listed drug. Comparative
dissolution data profiles should include individual tablet
data as well as the mean, range, and standard deviation at
each point for twelve tablets. Please provide this
comparative profile.

Thus, it will not be filed as an abbreviated new drug application
within the meaning of Section 505(j) of the Act.

In addition, your cover letter cites Section 505(b) of the
Federal Food, Drug, and Cosmetic (Act). Whereas, abbreviated
new drug applications must be filed under Section 505(j)of the
Act. Please revise your cover letter accordingly.

Within 30 days of the date of this letter you may amend your
application to include the above information or request in
writing an informal conference about our refusal to file the
application. To file this application over FDA's protest, you
must avail yourself of this informal conference.



If after the informal conference, you still do not agree with our
conclusion, you may make a written request to file the
application over protest, as authorized by 21 CFR 314.101(a) (3)If
you do so, the application shall be filed over protest under 21
CFR 314.101(a)(2). The filing date will be 60 days after the
date you requested the informal conference. If you have any
questions please call:

ANDA 40-203

cc: DUP/Jacket

M 2 Marie Weikel
Project Manager
(301) 594-0315

Sincerely yours,

/1;/, /) ﬁﬂg/?j
Jerry Phillipi
Director
Division of Labeling and Program Support
Office of Generic Drugs -
Center for Drug Evaluation and Research

[

Division File

HFD-82

Field Copy

HFD-600/Reading File ' ,
HFD-615/MBennett qéyéé

Endorsement:

HFD-615/PRickman, Chief i date
HFD-615/AMWeikel,cso. / fldate
HFD-647/JSimmons/Chem Biﬁ ch date

X:\new\firmsam\Amide\lt¥s&rev\40203rtf.f
F/T File hrw 8-16-96
ANDA Refuse to File!



Amide Pharmaceutical, Inc.

101 E. Main Street, Little Falls, NJ 07424 ® Ph:(201) 890-1440 @ Fax:(201) 890-7980

February 5, 1997

Sandra Lizziesanchez ;

Division of Bioequivalence S

Office of Generic Drugs A/Cf/;gi

CDER, FDA e 7/2//?37
Document Room, HFD 630, Room 150 A7 s
Metropark North II

7500 Standish Place R

Rockville, MD 20855 ﬁz”‘ -

RE: ANDA - 40-203 AMENDMENT
OXYCODONE & ACETAMINOPHEN TABLETS, USP

Dear Ms. Lizziesanchez:

In response to our telephone conversation, enclosed please find the
following: : :

1. comparative in vitro dissolution profile -

If you or your staff have any question, please feel free to contact

us.
Very truly yours,
AMIDE PHARMACEUTICAL, INC.
e
Jasmine Shah, MS, R.Ph.
Director Regulatory Affairs
Enc.

RECEIVED
FEB U 6 1997
(GENERIC DRUGS

‘: _ —




Amide Pharmaceutical, Inc. }iﬁ// e

101 E. Main Street, Little Falls, NJ 07424 ® Ph:(201) 890-1440 @ Fax:(201) 890-7980
A C\\C h}
Q v
July 22, 1996

Douglas Sporn RECE'VED

Director

Office of Generic Drugs

CDER, FDA r
Metropark North II Jut 25 1996
7500 Standish Place, .Room 150

Rockville, MD 20855 GENERIC ORuGS

RE: ANDA - ORIGINAL APPLICATION
OXYCODONE & ACETAMINOPHEN TABLETS, USP

Dear Mr. Sporn:

Pursuant to section 505 (b) of the Food, Drug and Cosmetic Act and
amendments thereto, we are submitting herewith, in duplicate, and
Original Abbreviated New Drug Application for the drug, Oxycodone
and Acetaminophen Tablets USP. =

Included in the file are:
1. All information required by Form 356-H including:

a) Form 356-H

b) Archival Copy (blue folder) - 2 Volumes

c) Review Copy - CMC (red folder) - 2 Volume

e) Three copies of Analytical Method and Validation Report

2. A copy of CMC Section of the ANDA; the third copy is being to
the FDA’s Newark District Office, Attn: Regina Brown as
required under FDA guidelines.

If you or your staff have any question, please feel free to contact
us. Your review of this Abbreviated New Drug Application would be
greatly appreciated.

Very truly yours,
AMIDE PHARMACE

Jasmine Shah, MS, R.Ph.
Director Regulatory Affairs

cc: Regina Brown
FDA, Newark District Office (w/CMC section of ANDA only)



Amide Pharmaceutical, Inc.

101 E. Main Street, Little Falls, NJ 07424 @ Ph:(201) 890-1440 ¢ Fax:(201) 890-7980

August 22, 1996

Jerry Phillips AN -
Director : RECEIVED
Division of Labeling and Program Support

Office of Generic Drugs

CDER, FDA AUG 2 3 1996
Metropark North II
Document Room, HFD 630, Room 150 DEMETIA My
7500 Standish Place ‘ \sE“}EHi UﬂUBS
Rockville, MD 20855 . '

Bi0AYAILABYSTY
RE: ANDA - 40-203 MINOR AMENDMENT

OXYCODONE & ACETAMINOPHEN TABLETS, USP
ORIG AMENDMENT
N/ AC

Dear Mr. Phillips: ;
In response to your letter dated Aug 19, 1996, enclosed please find
the following: -

1. request for in vivo biocavailability or bioequivalence waiver
2. comparative in vitro dissolution profile
3. revised cover letter citing section 505(j) of the FD&C Act.

If you or your staff have any question, please feel free to contact
us. Your review of this Abbreviated New Drug Application would be
greatly appreciated.

Very truly yours,
AMIDE PHARMACEYTICAL, INC.

{ . %’g’

Jasmine Shah, MS, R.Ph.
Director Regulatory Affairs
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®
m l e 101 East Main Street
LitHe Falis, New Jersey 07424

o PHARMACEUTICAL. INC. Telephone (201) 890-1440

Fax (201) 890-7980

’ Vd
November 26, 1397 ORIG AMENCMENT /(% P
Frank O. Holcombe, Jr., Ph.D. A (50 o fb ,'f./ '
Director . i VA (/{VV ‘
Division of Chemistry II Y
office of Generic Drugs N O 7
CDER, FDA A d (,/]
Document Control Room 150, HFD 630 yQJf“ 27, gk
Metropark North II : 5/(/1
7500 Standish Place, D {

Rockville, MD 20855
MAJOR AMENDMENT

RE: Oxycodone & Acetaminophen Tablets 5 mg/325 mg _
ANDA 40-203 ‘

Dear Dr. Holcombe: ;

In reference to the facsimile deficiency letter dated February 28,
1997, regarding our ANDA 40-203, Oxycocdone & Acetaminophen Tablets
5 mg/325 mg, please find our response to each observation as

follows:

A. Chemistry Deficiencies:

1. Regarding Composition:

a. Please revise and resubmit your composition statement so you
are formulating to % of Oxycodone Hydrochloride (5 mg),
not %. You may add a footnote to indicate you are

adjusting the active ingredient, due to moisture content,
and the inactive ingredients, keeping the tablet weight the
same.

RESPONSE: The Component and Composition statement has been
Jh/revised to include the recommended change. Enclosed
"“ find revised copy of the Component and Composition
Statement. (Attachment I)

b. Please revise and resubmit your composition statement and
indicate that the Acetaminophen % is

RESPONSE: The Component and Composition statement has been revised
‘.()/ to include the recommended change. Enclosed E@Eﬂg‘ﬁ&d
it copy of the Component ad Composition tatement.

(Attachment I) NOV 2 8 1897

@QENSPIP POHAR]
HIGH QUALITY PHARMACEUTICALS -



Page 2 of &
oxycodone & Acetaminophen Tablets 5 mg/325 mg

ANDA 40-203 Major Deficiency
2. Regarding Active ingredient;
a. DMF has been found to be deficient. A letter has been

sent to the holder identifying these issues. It is necessary
that all deficiencies be corrected before this application
can be approved.

RESPONSE: The supplier has been contacted regarding the
04 deficiency letter. According to the supplier the
ﬁ, deficiency has been addressed and responded to FDA.

b. Please revise and resubmit your Analytical Methods, Raw
Material Specification Sheet and Certificate of Analysis
(COA) (pages 121 to 126) for Acetaminophen % and include -
specifications for Microbial Limits ’

(Manufacturer's specification)¥
and Residue on ignition (Manufacturer’s specification).

RESPONSE: Enclosed find a copy of the revised copies of the
Analytical Method, Raw Material Specification sheet and
I Certificate of Analysis for Acetaminophen 3. The next
v incoming lot of Acetaminophen 3 will be tested as per
the new specifications (Attachment II).

3. Regarding Inactive Ingredients:

Please revise and resubmit your COA for Magnesium Stearate
and include numerical results for specifications with
numerical values.

RESPONSE: Enclosed find a copy of revise COA for Magnesium
Stearate with recommended changes. (Attachment III).

4. Regarding Manufacturing and Processing:

a. Please revise and resubmit your batch record and include the
manufacturer of the active ingredient and the manufacturing
site of the finished product.

RESPONSE: The batch record has been revised and the formulation
page now includes the manufacturer of the active
@&9' ingredient. Enclosed find a copy of the formulation
page of the batch record with name of manufacturer for
the active manufacturer. (Attachment IV).

002



Page 3 of 5
Oxycodone & Acetaminophen Tablets 5 mg/325 mg
ANDA 40-203 Major Deficiency

Currently Amide has only one location at this time.
Therefore, the address for the manufacturing site does
not change and we feel that this information is not
needed at this time. When in the future Amide has a
second manufacturing location we will include the
address for the manufacturing site in the batch record.

b. Your packaging and labeling records should be part.of your
batch record. In the future please include this information
with the batch record. Please comment.

RESPONSE: The packaging and labeling batch record are separate

%L part of the batch record. Amide’s products are )

@L- currently sold in the market under private label and -
there may be numerous sub-lots from the batch.
Controlling these sub-lots under one batch record would
be confusing. Therefore, the packaging and labeling =
batch records are issued and maintained separately from
the production batch record.

c. Please revise your practice of assuming tnat the moisture
content of Oxycodone Hydrochloride is always % and
formulating to %. You should determine the moisture
content of the Oxycodone Hydrochloride for each batch and
adjust the Oxycodone Hydrochloride and one of the inactive
ingredients (i.e., microcrystalline cellulose), keeping the
tablet weight the same.

Please revise and resubmit your blank batch records

( units of tablets)
incorporating this change. Because the assay value of the
finished product is within the specifications, we are not
requiring you to manufacture pre-approval batches
incorporating this change, but production batches should be
manufactured incorporating this change.

RESPONSE: The master batch record for Oxycodone and Acetaminophen
, Tablets have been revised as follows: The formulation
041/ has been designed with Oxycodone HCl of 5 mg. The
¢ quantity of Oxycodone Hydrochloride to be added will be
based on the amount of moisture content in the raw
material and the increase in amount of Oxycodone HCl
will be adjusted with Microcrystalline Cellulose 101,
NF keeping the tablet weight constant. Copies of
revised batch record are attached. (Attachment IV).

003



Page 4 of 5
Oxycodone & Acetaminophen Tablets S mg/325 mg
ANDA 40-203 Major Deficiency

5. Regarding Container/Closure:

Please submit data for USP <671> testing for your
container/Closure systems.

RESPONSE: Enclosed find USP test data for the container closure
gﬂ% system attached in (Attachment V).

6. Regarding Laboratory Controls (Finished Dosage Form).

Please revise and resubmit your finished product
specifications and finished product COA to include the
specifications and results for Related Substances and
Impurities.

RESPONSE: Enclosed find revise copy of the finished product _
‘specifications and finished product COA as recommended
to include Related Substances and Impurities in
(Attachment VI). _

m

7. Regarding Stability:

a. Your stability reports lack Zome required information (e.g.,
the manufacturer of the active ingredient, the -
manufacturing site of the finished product, the manufacture
date, container/closure information...). Please refer to The
Office Of Generic Drugs Policy and Procedure Guide #33-92
and the Guidance to Industry: Format and Content For The CMC
Section of an Annual Report. Your stability reports should
also include the formulation, this may be an attachment.
Please revise and resubmit your stability reports and
include -this information. /

g1

RESPONSE: Enclosed find revised copies of the Stability Protocol
as recommended. (Attachment VII).

b. Please revise and resubmit your stability reports and
include the specifications and results for Related
Substances and Impurities and Description.

RESPONSE: Enclosed find revised copies of the Stability Repots
with changes as recommended in (Attachment VII).

Awu/
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Page 5 of 5.
Ooxycodone & Acetaminophen Tablets 5 mg/325 mg
ANDA 40-203 ‘ Major Deficiency

LABELING DEFICIENCIES:

1. CONTAINER

RESPONSE: Container labels have been revised as recommended.
Enclosed find twelve (12) copies of final printed labels.

2. INSERTS

RESPONSE: Insert 1labeling has been revised as recommended.
Enclosed find twelve (12) copies of final printed
inserts.

Also, enclosed is a side by side comparison of our proposed
labeling with the last submission with all differences annotated
and explained. (Attachment VIII).

If you or your staff have any question, please feel free to contact
us.

Very truly yours,
AMIDE PHARMACEUTICAL, INC.

fods

Jasmine Shah, MS, R.Ph.
Director Regulatory Affairs

Enc.
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ml de 101 Eqst Main Street
Little Falls, New Jersey 07424

PHARMACEUTICAL. INC., Telephone (973) 890-1440

Fax (973) 890-7980
2
June 3, 199%

¥

Frank O. Holcombe, Jr., Ph.D. @ 3

Director i hECE'VED NC
Division of Chemistry II .

Office of Generic Drugs ool

CDER, FDA X

Document Control Room 150, HFD 630 ACAITD.

Metropark North II 4E§"“ﬁ‘c QRUGS

7500 Standish Place,
Rockville, MD 20855
FACSIMILE AMENDMENT

RE: Oxycodone & Acetaminophen Tablets 5 mg/325 mg
ANDA 40-203 |

Dear Dr. Holcombe:

In reference to the facsimile deficiency letter dated June 3, 199§,
regarding our ANDA 40-203, Oxycodone & Acetaminophen Tablets 5
mg/325 mg, please find our response to each observation as
follows:

Chemistry Deficiencies:

1. Regarding Laboratory Controls (Finished Dosage Form):
Your data does not support your specifications for related
substances and impurities. Please revise and resubmit your

finished product specifications and finished product COA and
change your specification for p-Aminophenol to NMT

ov

and for 7,8, Dihydro-l4-hydroxy-codeine to NMT % .

Response: Enclosed in Attachment I, find revised copy for finished
product specification (for p-Aminophenol to NMT %
and for 7,8, Dihydro-l4-hydroxy-codeine to NMT %) and
Certificate of Analysis for the submission batch (Control
#60794)

2. Regarding Stability:

a. Please revise and resubmit your stability reports and

include the manufacturers of the active ingredients and the
formulation, the formulation may be an attachment.

Response: Attached in Attachment II are the stability report
which includes as an attachment the manufacturers of
the active ingredients and the formulation of the
finished product.

HiGH QUALITY PHARMACEUTICALS



b. Your data does not support your specifications for related
substances and impurities. Please revise and resubmit your
stability reports specification and change your
specification for p-Aminophenol to NMT % and for 7,8,
Dihydro-1l4-hydroxy-codeine to NMT 5.

Response: Attached in Attachment II are the updated revised
stability reports (changed specification for p-

Aminophenol to NMT % and for 7,8, Dihydro-14-
hydroxy-codeine to NMT %) .
C. Please revise and resubmit your stability reports and

include the specifications and results for the Description.

Response: Attached in Attachment II are the updated revised
stability reports which includes description.

If you or your staff have any question, please feel free to contact
us at the above address or call me at (973)850-1440.

Very truly yours,
AMIDE PHARMACEUTICAL, INC.

ok

Jastmine Shah, MS, R.Ph.
Director Regulatory Affairs

Enc.



' ;ml de \R 1?1 E Mcigjtre?t
PHARMACEUTICAL. INC. \\\’A Y M e o v e 7

Fax (973) 890-7980

Q’W
January 11, 1 99_9 W ORIG AMENDMENT
Ul !

Timothy Ames

Project Manager

Division of Chemistry II

Office of Generic Drugs

CDER, FDA

Document Control Room 150, HFD 630

Metropark North II

7500 Standish Place,

Rockville, MD 20855 _
MINOR AMENDMENT

RE: Oxycodone & Acetaminophen Tablets 5 mg/325 mg
ANDA 40-203 ‘ .~

Dear Mr. Ames:

In reference to our telephone conversation on January 8, 1999 and
the Minor Deficiency letter dated September 10, 1999, please note
our response as follows:

Regarding the CGMP issues during the November 4, 1997 inspection,
Amide has resolved all issues with the district FDA Office
regarding the inspectional observation on the FDA Form 483 issued
during that inspection. Also during the pre-approval inspections
for this product FDA District Office has recommended approval for
our products.

Amide has had three FDA inspections since the inspection of
November 1997 and no major deficiencies were observed. Two
inspections were Pre-Approval inspections for pending ANDA and
both these products were recommended for approval. During
December 1998 to January 1999, Amide had a comprehensive CGMP
inspection and no major issues were cited on the FDA Form 483.

As per our meetings with the district office there are no
outstanding issues at this time.

RECEIVED

JAN 131999
~G£HER.C DRUGS" =

=
2
=

HiGH QUALITY PHARMACEUTICALS



Page 2 of 2
Oxycodone & Acetaminophen Tablets 5 mg/325 mg
ANDA 40-203 Response to Minor Deficiency

In response to changes in other Applications, we are withdrawing
for the testing of Raw materials form our ANDA application.

All tests performed by
tests will be performed by
as follows:

- Microbial testing on inactive raw
materials.

- Organic Volatile Impurity,
Lead, Arsenic and Conductivity on inactive raw materials.

Also, enclosed is a CGMP Certification and DMF referral letter

from

If you or your staff have any question, please feel free to
contact us. =

Very truly yours,
AMIDE PHARMACEUTICAL, INC.

(.

.

L

Jasmine Shah, MS, R.Ph.
Director Regulatory Affairs

Enc.
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REVIEW OF PROFESSIONAL LABELING
DIVISION OF LABELING AND PROGRAM SUPPORT
LABELING REVIEW BRANCH

ANDA Number: 40-203 Dates of Submission: July 22, 1996
August 22, 1996

Applicant’s Name: Amide Pharmaceutical, Inc.

Established Name: Oxycodone and Acetaminophen Tablets USP,
5 mg/325 mg.

Labeling Deficiencies:

1. CONTAINER (100’s and 1000’'s)

a. Please note that the controlled substance symbol :-
must be at least twice as large as the largest
type otherwise printed on the label.
Alternatively, the symbol may be overprinted on
the label, in which case the symbol must be
printed at least one-half the height of the label
and in a contrasting color providing clear
visibility against the background color of the
label. Please revise to be in accord with 21 CFR
1302.04.

b. Associate the strengths corresponding to the
active ingredients of your drug product with the
established name on the main display panel.

c. Revise to read, USUAL DOSAGE: For dosage...
2. INSERT

a. GENERAL COMMENT
You may revise, "oxycodone and acetaminophen
tablets" to appear in lower case letters
throughout the package insert labeling.

b. DESCRIPTION
i. Each tablet for oral administration contains:
ii. In the listing of inactive ingredients,

revise "silicon dioxide" to read "colloidal

silicon dioxide" as specified in your
statement of components and composition.



iii.

iv.

Revise the chemical name of acetaminophen to
be in accord with the second name appearing
in the monograph for acetaminophen in USP 23,
4' -hydroxyacetanilide.

Revise the chemical name of oxycodone to
correspond with the second name appearing in
the monograph for oxycodone hydrochloride in
USP 23.

PRECAUTIONS

i.

ii.

iii.

Drug Interactions
Delete the second paragraph in this

subsection. This paragraph is no longer
considered a supportable statement.

Pregnancy:

Teratogenic Effects: Pregnancy Category C: -
Revise this subsection heading as above.
Pediatric Use

...1in pediatric patients have...

OVERDOSAGE (Oxycodone, Treatment)

Let the penultimate sentence, "An antagonist...",
begin a new paragraph.

DOSAGE AND ADMINISTRATION

Make the following revision in the penultimate
sentence, "...tablets are given...", (plural).

HOW SUPPLIED

i.

ii.

iii.

iv.

Include the strength of your product in this
section.

You reference a product, bottles of 500, for
which you have not submitted container

labels. Also, you have submitted container
labels (1000’'s) which are not referenced in
this section. Please revise and/or comment.

We encourage the inclusion of the, "Caution:
Federal law..." statement in this section.

Include the revision date for the package
insert in this section.



Please. prepare and submit final printed container labels and
package insert labeling.

To facilitate review of your next submission, and in
accordance with 21 CFR 314.94(a) (8) (iv), please provide a
side-hy-side comparison of your proposed labeling with your
last submission with all differences annotated and
explained.

Please note that we reserve the right to request further
changes in your_ labels and/or labeling based upon further
changes in the approved labeling of the listed drug or upon
further review of the application prior to approval.

a

s/ -,
g?ﬁgglg?illips///// —

Division of Labeling and Program SuppofE
Office of Generic Drugs
Center for Drug Evaluation and Research




MEMORANDUM DEPARTMENT OF HEALTH AND HUMAN SERVICES
PUBLIC HEALTH SERVICE
FOOD AND DRUG ADMINISTRATION
CENTER FOR DRUG EVALUATION AND RESEARCH

FROM: Anna Marie H. Weikel
Consumer Safety Officer, HFD-615

DATE: January 17, 1997 \ 4
\? |{l”f|q

SUBJECT: Delayed Response to "Refuse to File" Letter

TO: The File 40-203

The filing of this application was delayed because the response .
to the "Refuse to File" letter was mistakenly not forwarded to T
the Regulatory Support Branch from the document control room. In
addition, the firm, Amide Pharmaceuticals never inquired about

the status of this application. =

However, despite this unfortunated occurrence, the actual file
date of the application is not effected by this since per Office
procedure, we are using the OGD receipt date of the amendment as
the filing date.



